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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates of formula I, below, are useful in biomedicinal applications 

such as delivery of drugs or labeling moieties or as components of 
liposomes or micelles. In formula I, A is a hydrophilic 
polymer, each of L and L* is independently a linker group, B is 
a lipid moiety; and Z is a diagnostic ligand, a biologically relevant 
ligand, or a reactive linking moiety, which is generally linked to the 
phosphorus atom of the conjugate via a nitrogen, oxygen or sulfur atom 
in Z. ##STR1## 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A conjugate formed in vivo and comprised of endogenous albumin and an 

amine-containing compound, such as a protein or a drug, is 
described. The conjugate is formed by in vivo cleavage of a polymer- 
dithiobenzyl-therapeutic agent conjugate to form an albumin- 
dithiobenzyl-therapeutic agent conjugate. The dithiol moiety of 
the albumin-therapeutic agent conjugate is cleaved in vivo to yield the 
free therapeutic agent in native form. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates of a hydrophobic moiety, such as a lipid, linked through a 

cleavable dithiobenzyl linkage to a therapeutic agent are 
described. The dithiobenzyl linkage is susceptible to cleavage 
by mild thiolysis, resulting in release of the therapeutic agent in its 



original form. The linkage is stable under nonreducing conditions. The 
conjugate can be incorporated into liposomes for administration in vivo 
and release of the therapeutic agent in response to endogeneous in vivo 
reducing conditions or in response to administration of an exogeneous 
reducing agent. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates comprising a lipid or a hydrophilic polymer 

, such as polyethyleneglycol, linked to a ligand derived from an 
amine- or hydroxy 1-containing compound, such as a drug or 
protein, are stable under conditions of storage, and are cleavable under 
mild thiolytic conditions to regenerate the amine- or 

hydroxyl-containing compound in its native form, without the formation 
of undesirable side products. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound comprised of a hydrophilic polymer 

covalently yet reversibly linked to a amine-containing ligand 

through a dithiobenzyl linkage is described. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for administering mitomycin C to a multi-drug resistant cell and 

for reducing the toxicity of the compound are described. In the methods, 
mitoymic C is provided in the form of a prodrug conjugate, where the 
drug is linked to a hydrophobic moiety, such as a lipid, through a 
cleavable dithiobenzyl linkage. The dithiobenzyl 

linkage is susceptible to cleavage by mild thiolysis, resulting in 
release of mitomycin C in its original form. The linkage is stable under 
nonreducing conditions. The prodrug conjugate can be incorporated into 
liposomes for administration in vivo and release of mitomycin C in 
response to endogenous in vivo reducing conditions or in response to 
administration of an exogenous reducing agent. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound comprised of a hydrophilic polymer 

covalently yet reversibly linked to a amine-containing ligand 

through a dithiobenzyl linkage is described. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates of a hydrophobic moiety, such as a lipid, linked through a 

cleavable dithiobenzyl linkage to a therapeutic agent are 
described. The dithiobenzyl linkage is susceptible to cleavage 
by mild thiolysis, resulting in release of the therapeutic agent in its 
original form. The linkage is stable under nonreducing conditions. The 
conjugate can be incorporated into liposomes for administration in vivo 
and release of the therapeutic agent in response to endogeneous in vivo 
reducing conditions or in response to administration of an exogeneous 
reducing agent. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound comprised of a hydrophilic polymer 

covalently yet reversibly linked to a amine-containing ligand 

through a dithiobenzyl linkage is described. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB Conjugates of a hydrophobic moiety, such as a lipid, linked through a 

cleavable dithiobenzyl linkage to a therapeutic agent are 
described. The dithiobenzyl linkage is susceptible to cleavage 
by mild thiolysis, resulting in release of the therapeutic agent in its 
original form. The linkage is stable under nonreducing conditions. The 
conjugate can be incorporated into liposomes for administration in vivo 
and release of the therapeutic agent in response to endogeneous in vivo 
reducing conditions or in response to administration of an exogeneous 
reducing agent. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Formulations and methods for preparing a lyophilized composition 

comprising liposomes comprised of an unsaturated lipid and a hydrophobic 
drug associated with the liposome, and a cryoprotectant in a solution at 
a selected concentration. The phase transition temperature of the lipid 
is greater than the freezing point of the solution at the selected 
concentration . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB 


A liposome 


composition and 


method for delivery 


of a 


nucleic 


acid in 


vivo 



vivo is described. The liposomes in the composition are comprised of (i) a 
cationic lipid and (ii) a lipid joined to a hydrophilic 
polymer by a releasable linkage. The liposomes are associated with a 
nucleic acid for delivery to a cell. Thus, conjugates of 

methoxy-terminated polyethylene glycol with distearoylphosphatidylethanola 
mine are prepared without any cleavable linker (mPEG-DSPE) , with a 
dithiobenzyl linker ( PEG-H-DTB-DSPE ) , or with a sterically 

hindered DTB linker ( PEG-Me-DTB-DSPE ) . Lucif erase transfection efficiency 
with liposomes in BHK cell culture is decreased with the inclusion of 
mPEG-DSPE in the complexes, but at least partially restored when cleavable 
PEG-lipids are used. PEG-H-DTB-DSPE allowed transfection efficiencies 
2.5-8-fold higher than the corresponding non-cleavable PEG formulation and 
nearly 1.5-fold greater than the corresponding PEG-Me-DTB-DSPE formation. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A neutral cationic lipid and liposomes prepared from the neutral 

cationic lipid are described. Liposomes comprised of the lipid are 
suitable for delivery of a polyanionic compound, such as a nucleic acid. 
The delivery can be performed in vivo or ex vivo. The neutral cationic 
lipid, which is neutral in charge at physiologic pH and positively 
charged at pH values less than physiologic pH, contains a polar head 
group that imparts solubility of the lipid and permits its packing into 
a liposomal lipid bilayer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for preparing lipid particles comprising producing discrete 

droplets of vesicle-forming lipids in a solvent, where the droplets have 
a diameter and a volume, introducing the discrete droplets into an 
aqueous solution to form lipid particles suitable for in vivo 
administration. The droplet may further contain any one or more of oils, 
surfactants, targeting ligands, markers, or therapeutic and diagnostic 
agents . The droplets may be generated by a system selected from a 
nebulizer, an atomizer, a venturi mist generator, a focused acoustic 
ejector, and an electrospray device. This method can be used to select 
or regulate the size and/or size distribution of the lipid particles. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A liposome composition and method for delivery of a nucleic acid in vivo 

or ex vivo is described. The liposomes in the composition are comprised 
of (i) a cationic lipid and (ii) a lipid joined to a hydrophilic 
polymer by a releasable linkage. The liposomes are associated 
with a nucleic acid for delivery to a cell. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB A conjugate comprised of a hydrophilic polymer 

covalently yet reversibly linked to a amine-, hydroxy- or 

carboxyl-containing ligand is described. The resulting conjugate is capable 

of releasing the parent amine, hydroxy, or carboxyl-containing 

compound via thiol-mediated cleavage. The system allows for delivery of 

various amino-, hydroxy-, or carboxy-containing drugs in the form of 

their thiolytically cleavable macromol. conjugates. For example, the 

prodrug conjugate of mPEG dithiobenzyl nitrophenyl chlorof ormate 

with lysozyme was prepared and was found to release the active enzyme by 

cysteine . 
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A liposome composition : 


for 


delivery 


Of 


a nucleic acid in vivo or ex vivo 



described. The liposomes in the composition are comprised of (i) a lipid that 
is neutral in charge at physiol. pH and pos . charged at pH values less 
than physiol. pH and (ii) a lipid joined to a hydrophilic 
polymer by a dithiobenzyl linkage. The liposomes are 
associated with a nucleic acid for delivery to a cell. 
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AB A compound comprised of a hydrophilic polymer covalently 

yet reversibly linked to an amine-containing ligand through a 
dithiobenzyl linkage is described. O- and p-methoxy polyethylene 
glycol-urethane-ethyldithiobenzyl-distearoylphosphatidyl ethanolamine were 
prepared and combined with dioleoyl phosphatidylehtanolamine (DOPE) to 
obtain liposomes having an average diameter of 100 nm. 
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